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FOR: METHOD FOR SELECTIVELY ISOLATING A NUCLEIC ACID 



Assistant Commissioner for Patents ^ CV*v 

Washington, D.C. 20231 X>7^ 

Supplemental Response to December 12, 2002 Office Action ^^&0Q 

Further to the Advisory Action mailed March 27, 2003 and the Amendment submitted 
March 12, 2003, please consider the following remarks. 

Applicants note that the Examiner has entered Applicants 5 Amendment after Final and 
withdrawn the rejections under 35 USC 1 12, first and second paragraphs. The Examiner 
maintains the rejections over Whitcombe et al, W097/42345 ("Whitcombe") and Lundeberg et 
al., US Patent No, 6, 482,592 ("Lundeberg"). 1 Below Applicants address the reasons given by 
the Examiner in the Advisory Action for maintaining the rejections. 

With respect to Whitcombe the Examiner states: 



1 Claims 1,3-6, 10, 13-16, 18, and 21 are rejected as anticipated under 35 USC § 102(b) by Whitcombe. Claims 1, 
3-15, 17, 18, and 21 are rejected as anticipated under 35 USC § 102 (e). Claim 16 is rejected under 35 USC § 103(a) 
as unpatentable over Lundeberg in view of Whitcombe, and claim 19 is rejected under 35 USC § 103(a) as 
unpatentable over Lundeberg. 



[T]he open claim language "comprising" encompasses any amplification step of 
Whitcombe. Additionally, the argument is not found persuasive because the instant 
claims are not limited to detection of the "starting nucleic acid sequence" as argued. In 
contrast, the claims are drawn to a method for separating a nucleic acid sequence of 
interest. The claims are not limited to separation of the starting nucleic acid and the 
claims do not recite method steps for isolation and detection of the starting nucleic acid. 
Therefore, the argument is not relevant to the instant claims. 

Applicants respectfully disagree and point out that the claims are drawn to a method that ^ 
isolating and detecting a starting nucleic acid sequence of interest. The claim does not 
encompass a method in which the starting nucleic acid sequence of interest is amplified prior to 
being isolated. 

This can be seen by comparing the first recited method step with the last two recited 
method steps in claim 1. The claim specifies providing a population of nucleic acid molecules 
that includes (emphasis added throughout) at least one nucleic acid sequence of interest , and 
which includes a target nucleic acid sequence in the vicinity of a distinguishing element. The 
final two steps of the method claim require immobilizing a bound targeting element to form an 
immobilized targeting element-separation group complex that includes the at least one nucleic 
acid sequence of interest , i.e., the sequence that is provided in the first recited step. In the final 
step the claim requires removing the immobilized targeting element-separation group complex 
that includes the at least one nucleic acid sequence of interest from the population of nucleic acid 
molecules, to thereby separate the nucleic acid sequence of interest from the population of 
nucleic acid molecules. Thus, the claim clearly requires that it is the same nucleic acid sequence 
that is initially provided and ultimately removed and separated from a starting population of 
nucleic acid sequence. 
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The presence of the transitional term "comprising" in the claim does not alter this 
conclusion. For a process to be encompassed by the claim, it must end with immobilizing and 
separating a starting nucleic acid (or acids) of interest that is present in the provided population 
of nucleic acid molecules. Thus, detection and isolation of a nucleic acid molecule that is 
amplified from a nucleic acid sequence in the starting population of nucleic acid molecules does 
not fall within the claimed invention because it is not the starting nucleic acid molecule that is 
detected. 

As described in Applicants 5 previous response, Whitcombe does not describe a method in 
which the initial nucleic acid sequence of interest is isolated. Instead, it describes a method in 
which copies generated through polymerase chain reaction events (PCR) of a starting nucleic 
acid sequence of interest are isolated. In contrast, Applicants' method, because it does not 
include amplification steps, allows for separating and isolating the actual sequence present in a 
population of nucleic acid sequences. Thus, when the starting population includes a large 
sequence of interest, the large sequence itself can be recovered. The isolation of nucleic acid 
sequences of interest on the order of 50,000 to 100,000 base pairs in size according to the 
claimed method is discussed in the specification at page 10, lines 17-30 and in FIGS. 7 and 8 of 
Applicant's specification. The PCR-based method described in Whitcombe, in contrast, does not 
allow for isolation of the actual molecule that is present in a starting population of nucleic acid 
sequences. 

With respect to Lundeberg, the Examiner states: 
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Lundeberg teaches the method wherein separation group attachment is improved/enhanced in the 
presence of the distinguishing element. As such , 

the attachment is conditional i.e. improved/enhance in the presence of the 

distinguishing element. The claims are given the broadest reasonable interpretation consistent 

with the claim language whereby "conditional" is encompassed 

by the improved/enhanced attachment conditions of Lundeberg. 

Applicants respectfully disagree. The Examiner is using the term "conditional" in a way that is 
contrary to its understood meaning. The term "conditional" does not encompass a situation in which the 
occurrence of one event is improved or enhanced by occurrence of a second event. Rather, the word 
"condition" in the context it is used in Applicants' claimed invention, is understood to mean "Something 
indispensable to the appearance or occurrence of something else" (The American Heritage Dictionary of 
the English Language, 1978, Houghton Mifflin Co., Boston). This definition excludes a situation in 
which the occurrence of a second event is merely improved or enhanced by the occurrence of a first 
event. 

When the term "conditional" is used with its recognized meaning, the claimed invention is 
clearly novel and non-obvious over Lundeberg. As Applicants described in their previous response, this 
reference does not describe a method in which attachment of the separation group is conditional on, i.e., 
indispensable to, the presence of the bound targeting element and a distinguishing element in the vicinity 
of the bound targeting element. Rather, the capture probe of Lundeberg will bind and capture a nucleic 
acid even in the absence of a bound targeting element (or modular probe, according to Lundeberg's 
terminology). 

In view of the foregoing comments, reconsideration and withdrawal of the remaining rejections 
for anticipation and obviousness is requested. 

A petition for a one month extension of time and a Notice of Appeal are submitted along with this 
response. Please charge any additional fees required in connection with the papers 
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transmitted herewith, or credit any overpayment of same, to Deposit Account No. 50-03 1 1 



(Reference No. 2265 0-00 1CIP). 




Attorney for Applicants 
c/o MINTZ, LEVIN 
One Financial Center 
Boston, Massachusetts 02111 
Tel: (617)542-6000 
Fax: (617)542-2241 

Dated: April 11,2003 
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